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y - binding, by\their Fc portion (in the case of bispecific antibodies), or by a third 
specificity (iia the case of trispecific antibodies) to Fc receptor-positive cells a 
wherein the bispecific antibodies are members selected from the group 
consisting of the following isotype combinations: 

rat-IgG2b/humaVi-IgGl, 
rat-IgG2b/humanVlgG2. 

rat-IgG2b/human-lgG3 [oriental allotype G3m(st) = binding to protein Al, 
rat-IgG2b/human-I&G4: 

rat-IgG2b/rat-IgG2c; 

mouse-IgG2a/human-IgCr3 [Caucasian allotypes G3m(b+g) = no binding to 
protein A, in the following\indicated as *1 

mouse-IgG2a/mouse-[VH-C^l,VL-CLl-human-IgGl-[hingel- 
human-IgG3*-[CH2-CH31 



mouse-IgG2a/rat-[VH-CHl,VL-^:Ll-human-IgGl-fhingel-human- IgG3*- 
[CH2-CH31 

mouse-IgG2a/human-[VH-CHl,VL\CLl-human-IgGl-[hingel-human- 
IgG3*-[CH2-CH31 

mouse-[VH-CHl,VL-CLl-human-IgGWat-[VH-CHl,VL-CLl- 
human-IgGl-[hingel-human-IgG3*-[CH2-CH31 

mouse-[VH-CHl,VL-CLl-human-IgG4/ra\-[VH-CHl,VL-CLl-human-IgG4- 
[hingel-human-IgG4[N-terminal region of GH21-human-IgG3*[C-terminal 
region of CH2: > aa position 251]-human-IgG3*[CH31 

rat-IgG2b/mouse-[VH-CHl,VL-CLl-human-I^Gl-[hinge-CH2-CH31 

rat-IgG2b/mouse-[VH-CHl,VL-CLl-human-IgQ2-[hinge-CH2-CH31 



HORST LINDHOFER et al. PATENT 
Application No.: 09/094,921, Group Art Unit: 1642, Examiner: Holleran, A. 
Amendment No. 2 — Page 5 

rat-IgG2b/mouse-[VH-CHl,VL-CLl-human-IgG3-rhinge-CH2-CH3, oriental 
allotvpel 

rat-IgG2b/mouke-rVH-CHl,VL-CLl-human-IgG4-rhinge-CH2-CH31 



human-IgGl/hunkn-fVH-CHl.VL-CLI-human-IgGl-fhingel- 
human-IgG3*-rCHg-CH31 

human-IgGl/rat-fVHVCHl,VL-CL1-human-IgGl-fhingel-human-IgG4fN- 
terminal region of CH4j-human-IgG3*fC-terminal region of CH2 : > aa 
position 2511-human-IgG3*fCH31 

human-IgGl/mouse-rVH-CHl,VL-CLl-human-IgGl-fhingel-human- 
IgG4fN-terminal region of CH21-human-IgG3*[C-terminal region of CH2 : 
> aa position 2511-human-IgG3*[CH31 



human-IgGl/rat-fVH-CHl,Vl\-CLl-human-IgGl-fhingel-human-IgG2[N- 
terminal region of CH21-humarirIgG3*[C-terminal region of CH2 : > aa 
position 2511-human-IgG3*[CH3 

human-IgGl/mouse-fVH-CHl,VL^CL]-human-IgGl-[hingel-human- 
IgG2rN-terminal region of CH21-hu\nan-IgG3*FC-terminal region of CH2 
> aa position 2511-human-IgG3*rCH? 

human-IgGl/rat-[VH-CHl,VL-CLl-hu\nan-IgGl-[hingel-human-IgG3*- 
fCH2-CH31 

human-IgGl/mouse-[VH-CHl,VL-CLl-hu\pan-IgGl-fhingel-human-IgG3*- 
[CH2-CH31 

human-IgG2/human-[VH-CHl,VL-CLl-huma\i-IgG2-[hingel-human-IgG3'' 
[CH2-CH31 

human-IgG4/human-[VH-CHl,VL-CLl-human-I^G4-[hingel-human-IgG3*- 
[CH2-CH31 
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hunrnn-I_G4/human-[VH-CHl.VL-CLl-human-I_G4-[hingel-human- 
IgG4[^Vterminal region of CH21-human-IgG3*[C-terminaI region of CH2 : 
> as position 



3. 



aa position 2511-human-IgG3*[CH31 



mouse-IgG2b/rk-fVH-CHl,VL-CLl-human-IgGl-rhinge]-human-IgG3*- 
[CH2-CH31 



mouse-IgG2b/human-fVH-CHl,VL-CLl-human-IgGl-[hingel-human- 
IgG3*-fCH2-CH31 

mouse-IgG2b/mouse-fVH-CH\VL-CLl-human-IgGl-rhingel-human-IgG3*- 
[CH2-CH31 



mouse-[VH-CHl,VL-CL1-human-IgQ4/rat-rVH-CHl,VL-CLl-human-IgG4- 
[hingel-human-IgG4-[CH21-human-IgGa*-[CH31 

human-IgGl/rat-[VH-CHl,VL-CLl-human4gGl-[hingel-human-IgG4- 
[CH21-human-IgG3*-rCH31 

human-IgGl/mouse-[VH-CHl.VL-CLl-human-IgG\l-[hingel-human-IgG4- 
fCH21 -human-IgG3 * - [CH31 

human-IgG4/human-[VH-CHl,VL-CLl-human-IgG4-rhirYgel-human-IgG4- 
rCH21-human-IgG3*-rCH31 
rat/mouse. 



(amended) Method according to claim 1, in which [characterized in that] said 
antibodies are selected so that they are capable of binding Fc receptor-positive cells 
having a Fey receptor I, II, or III. 

(amended) Method according to claim 2, in which [characterized in that], [said 
antibodies are capable of binding to] said Fey receptor I-positive cells are selected 



from the group consisting of monocytes, macrophages, dendritic cells, ["natural 
killer" cells (NK cells)] and [ /or] activated neutrophils. 



SI 



Q&rl 
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4. (amended) Method according to claim 1, in which [characterized in that] said 
antibodies are capable of inducing tumor [tumour]-reactive complement-binding 
antibodies and thus inducing a humoral immune response. 

5. (amended) Method according to claim 1 , in which [characterized in that] said 
antibodies are selected to bind to the T cells via CD2, CD3, CD4, CD5, CD6, CD8, 
CD28 [and/] or CD44. 



7. 



(amended) Method according to clamJ< 4irwTiich [characterized in that] said 
antibodies are selectedjo^hatTollowing their binding to the Fc receptor-positive cells 
the expressior>of^D40, CD80, CD86, ICAM-1 and/or LFA-3 as co-stimulatory 
antigepsfand/or secretion of cytokins by the Fc receptor-positive cell is initiated or 
tcreased. 

(amended) Method according to claim 1, in which [characterized in that] said 
antibodies are selected so that the secretion of IL-1, IL-2, IL-4, IL-6, IL-8, IL-12 being 
cytokines [cytokins and/] or of TNF-a or a combination thereof is increased. 

(amended) Method according to claim 1 , in which [characterized in that] said 
bispecific antibody is selected to be an anti-CD3 X anti- tumor [tumour] -associated 
antigen antibody [and/] or anti-CD4 X anti- tumor [tumour] -associated antigen 
antibody [and/] or anti-CD5 X anti- tumor [tumour] -associated antigen antibody [and/] 
or anti-CD6 X anti- tumor [tumour] -associated antigen antibody [and/] or anti-CD8 X 
anti- tumor [tumour] -associated antigen antibody [and/] or anti-CD2 X anti- tumor 
[tumour]-associated antigen antibody [and/] or anti-CD28 X anti- tumor [tumour]- 
associated antigen antibody [and/] or anti-CD44 X anti- tumor [tumour] -associated 
antigen antibody. 



12. (amended) Method according to clain i 1 , in which [characterized in that] said 



trispecific antibody is selected fromiu i^nti-CD3 X anti- tumor [tumour] -associated 

}d ant Humor [tumour] -associated antigen 



antigen antibody [and/] or anti-CD4 
antibody [and/] or anti-CD5 X anti- 



tor [tumourj-associated antigen antibody [and/] 



or anti-CD6 X anti- tumor [tumour] -associated antigen antibody [and/] or anti-CD8 X 
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anti- tumor [tumour] -associated antigen antibody [and/] or anti-CD2 X anti- tumor 
[tumour] -associated antigen antibody [and/] or anti-CD28 X anti- tumor [tumour]- 
associated antigen antibody [and/] or anti-CD44 X anti- tumor [tumour] -associated 
antigen antibody. 

13. (amended) Method according to claim 1, further comprising [characterized in that in 
said step c) after incubating the tumour cells with intact heterologous bispecific and/or 
trispecific antibodies the tumour cells charged with antibodies are prepared for 
reinfusion (short-term incubation)] d) preparing the antibody-tumor cell 
preparation containing vaccine . 

(amended) Method according to claim 1, in which/ fcharacterized in that] in said step c) 
[the incubation of the tumour cells with antibodi/s is performed together with 
mononucleated cells of the peripheral blood £PBMC =] peripheral blood 
mononucleated cells) [,] are added and thereby activated [or mononucleated cells are 
added after incubation of the tumour cells with the antibodies and the incubation is 
continued (long-term incubation)] sjftd method further comprising d) preparing a 
vaccine comprising the thus^aotivated peripheral blood mononucleated cells . 

15. (amended) Method according to claim 1, in which [characterized in that] said tumor 
[tumour] cells are incubated with the antibodies for a period of 10 minutes to 5 hours. 

16. (amended) Method according to claim 1 , in which [characterized in that] said tumor 
[tumour] cells are incubated with the antibodies for a period of 15 minutes to 120 
minutes. 

17 (amended) Method according to claim 14, in which [characterized in that] said 

mononucleated peripheral cells are incubated with the tumor [tumour] cells and the 
antibodies for a period of 1 to 14 days. 

18. (amended) Method according to claim 14, in which [characterized in that] said 
mononucleated peripheral cells are added in the amount of about 10 8 to 10 10 cells. 
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19. (amended) Method according to claim 1, in which [characterized in thatl said tumor 
ftumourl cells are nresent faddpdl in thp amount of qKnnt 1 o7 to 1 o' r-^llc 




20. (amended) Method accordiijg4Q claim 1, in which 1 characterized in that] said 

bispecific [and/]or trispecific antibodieTare~added in an amount of 2 to 100 ug 




So- 


21. (amended) Method according to claim 1, in which [characterized in that] said treating 
of the tumor [tumour] cells in step b is performed bv irradiation 

22. (amended) Method according tpmlaim 1, in which [characterized in that] said 
bispecific [and/]or trispecific afatibodies are capable of activating the Fc receptor- 
positive cell whereby the expressW of cytokines [cvtokinsl and/or co-stimulatorv 
antigens is induced or increased. 

23. (amended) Method for [Use of the tumour cell containing preparation arrnrding tn 
claim 1 in] the prevention and/or treatment of a tumorous [tumourousl disease[s] 5 
comprising administering to an individual susceptible to such disease a tumor cell 
preparation prepared according to the method of claim 1. 

24. (amended) Method [Use] according to claim 23 for inducing an anti-tumor ftumour] 
immunity in an individual, comprising administering to said individual a tumor 
cell preparation prepared according to the method of claim 1. 

25. (amended) Method for immunizing an individual against tumor cells, comprising 
administering to said individual a tumor cell preparation prepared accordine to 
the method of claim 1 in which said ffor the preparation of] autologous tumor cells 
used in preparing said preparation were [treated with heterologous bispecific and/or 
trispecific antibodies for reinfusion into the patient or the animals from whom the 
duioiogous tumour ceiis nave oeeni obtained trom said individual. 

26. (amended) A pharmaceutical composition comprising [containing] a tumor [tumour] 

11 J' Id* 11 A 1 1 1 1 J"* « • 4 

cell preparation obtained by the method of claim 1 . 











